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ORIGINAL RESEARCH

Favorable Outcomes of Maintenance Lenalidomide can be Reproduced in an
Unselected Myeloma Patient Population at a Single Academic Center

Monica D. Mead, MD, Maxwell J. Kroloff, MD and Sarah M. Larson, MD

Introduction

Multiple myeloma (MM) is the second most common
hematologic malignancy, with more than 33,000 individuals
newly diagnosed in the United States in 2017. Patients are
stratified into standard and high risk prognostic categories
according to cytogenetic abnormalities detected by fluor-
escence in situ hybridization (FISH) studies in accordance with
the International Myeloma Working Group (IMWG). Cyto-
genetic risk category and depth of response to induction therapy
have prognostic significance.2® Previously, the therapeutic
options available for patients with MM resulted in a modest
three year median overall survival (mOS) of 44.8 months.*
Incorporation of modern therapies, including proteasome
inhibitors (P1) and imids, along with autologous hematopoietic
stem cell transplantation (ASCT) in eligible patients has
improved clinical outcomes.*® ASCT is not curative and the
majority of patients will suffer a relapse.”1° Administering
post-transplantation maintenance therapy is an effective strate-
gy to delay progressive disease®*1? and improve survival.®

Lenalidomide, an oral inhibitor of cereblon, exerts anti-myelo-
ma effect through its immunomodulatory, anti-angiogenic, anti-
inflammatory and anti-proliferative effects.!** The use of
maintenance lenalidomide compared to observation resulted in
improved progression free survival (PFS) in 3 randomized trials
(CALGB100 104, IFM 2005-02 and GIMEMA),**'7 and the
CALGB 100104 trial demonstrated improved overall survival
(0S).1® A meta-analysis combining data from the 1,208 patients
enrolled on these 3 studies demonstrated improved PFS (52.8
mvs. 23.5 months; HR 0.48; 95% ClI, 0.41 to 0.55) and OS (not
reached (NR) vs. 86.0 months; HR, 0.75; 95% CI, 0.63 to 0.90;
p=.001) with the use of lenalidomide maintenance compared to
the placebo or observation group respectively.®

The majority of published data describing clinical benefit of
lenalidomide maintenance is in the context of clinical trials, but
the applicability to real-world clinical settings is less clear. A
retrospective study presented in abstract of 76 myeloma
patients that underwent ASCT at the University of Virginia
reported that maintenance therapy was the only variable
associated with relapse by univariate analysis.'® Details were
not provided about specific maintenance approaches employed.
An observational study utilizing data from Connect MM, a
largely community-based dataset, describe improved PFS and
OS associated with lenalidomide maintenance compared to
observation (PFS: 50.3 vs 30.8 months [hazard ratio (HR), 0.62;

95% confidence interval (Cl), 0.46-0.82; P, .001, OS: NR in
either group [HR, 0.54; 95% ClI, 0.36-0.83; P 5 .005).'° Our
study aims to describe clinical outcomes at a single academic
institution of MM patients who have undergone ASCT with or
without maintenance lenalidomide.

Methods
Patients and Study Design

We performed a single-center retrospective study of 221
patients that underwent ASCT for MM. Patients included
received various induction strategies followed by an ASCT
after high-dose melphalan conditioning at UCLA Ronald Regan
Medical Center between 2005 and 2016. The primary outcome
was PFS after stratifying for use of lenalidomide maintenance.
Secondary outcomes included overall survival and cause of
death. Lenalidomide maintenance was initiated 3 months post-
transplantation. Use of lenalidomide maintenance was deter-
mined by treating physician based on cytogenetic risk category,
anticipated tolerance and patient preference. Institutionally,
patients received lenalidomide maintenance for a minimum of
two years. This study was approved by the institutional IRB
#16-001830.

Definitions

Patients were risk-stratified based on FISH analysis of specific
translocations. High risk myeloma patients were defined in
accordance with Revised International Staging System criteria
and included those that had at least one of the following: t(4;14),
t(14;16), and del17.%° Patients with standard risk myeloma
lacked high risk features. Response to therapy was defined ac-
cording to International Myeloma Working Group guidelines.?!

Statistical Analysis

Patient characteristics, myeloma-related variables and out-
comes of interest were summarized using descriptive statistics
and compared between treatment groups by Chi-square test.
Outcomes of interest included treatment response, PFS, OS and
cause of death. Treatment response was evaluated by
comparing outcome no more than 30 days prior to ASCT
compared to 12 months following ASCT. Chi-square tests were
performed to assess treatment difference for treatment



response, as well as cause of death. OS was defined as death
from any cause. Patients alive and without a PFS event were
censored at last follow-up. PFS was defined as survival without
myeloma progression or relapse, initiation of additional
myeloma-directed therapy or death. Time to progression was
defined as time from day 100 after ASCT to first documentation
of progressive disease or initiation of additional myeloma-
directed therapy. Kaplan-Meier estimates for OS and PFS were
calculated and presented in figures. Median OS and PFS were
reported, together with their corresponding 95% confidence
interval. Comparison between treatment groups for OS and PFS
were done by log-rank test. For all statistical investigations,
tests for significance were two-tailed. A p-value of less than the
0.05 significance level was considered to be statistically
significant. All statistical analyses were carried out using
statistical software SAS version 9.4 (SAS Institute Inc. 2013).

Results

A total of 221 patients who achieved at least a partial response
(PR) to frontline therapy at UCLA Ronald Reagan Medical
center between May 2005 and December 2016 were included
in the study. One hundred and thirty two patients received
lenalidomide maintenance and 89 patients received no
maintenance therapy. Median follow up post-ASCT was 39.0
months (range 1.0-143.0 months) and 30.5 months (range 1.0-
117.0 months) for the lenalidomide and observation group
respectively. The cohorts were well balanced with respect to
age, gender and monoclonal protein sub-type (Table 1). 1gG
was the most commonly expressed monoclonal protein for both
cohorts (lenalidomide: n=75, 56%, observation: n=48, 53.9%),
followed by IgA, kappa light chains and lambda light chains.
The majority of patients were younger than 65 years old
(lenalidomide: n=104, 78.8%, observation: n= 72, 80.9%).
Prior to ASCT, the majority of patients in both groups received
induction therapy containing a Pl combined with an imid
(lenalidomide: n = 88, 67.2%, observation: n=42, 47.2%).
Thirty-five (26.5%) and 18 (20.2%) patients in the lenalidomide
and observation group respectively did not receive an imid as
part of their induction treatment. There was missing data for
cytogenetic risk categorization for 39 of the 132 (43.8%)
patients in the lenalidomide group and 39 of the 89 (29.6%)
patients in the observation group. For patients with available
cytogenetic risk category data, a significant difference between
the 2 cohorts was not observed.

The 2 groups were well balanced with respect to disease status
at the time of ASCT (Table 2). Evaluation of depth of response
12 months after ASCT was available for 115 of 132 (87.1%)
patients in the lenalidomide group and 61 of 89 68.5%) patients
in the observation group. Disease response improved 12
months post ASCT in 34 (25.9%) and 13 (14.6%) patients in
the lenalidomide and observation group respectively. Fifty-
four (41.2%) compared to 35 (39.3%) patients achieved stable
disease and 26 (19.9%) compared to 13 (14.6%) patients
experienced disease progression in the lenalidomide and
observation groups respectively. The distribution of clinical

outcomes differed between the 2 groups; however this
difference was largely driven by missing data (Table 3).

The three year mPFS was not reached for either cohort (p=0.18)
(Figure la). Median PFS for all follow up was 46 months
(range 39-59 months) and 41 months (range 32-57 months) for
the lenalidomide vs observation group respectively (p=0.63)
(Figure 1b). The 3 year mOS was not reached for either cohort
(p=0.67) (Figure 2a). Median OS for all follow up was 99
months (range 82 months-NR) and 95 months (range 66
months-NR) for the lenalidomide and observation groups
respectively (p=0.72) (Figure 2b).

A smaller proportion of patients died in the lenalidomide group
(19.6%) compared to the observation group (32.6%) (p=0.03).
The most common cause of death was relapsed disease in both
cohorts (lenalidomide: n=19 (73.1%), observation: n=24
(82.8%), followed by infection, unknown cause and hemor-
rhage. One patient in the lenalidomide group died of a second
primary malignancy (SPM) compared to no patients in the
observation group (Table 4).

Discussion

We conducted a single center retrospective study of 221 MM
patients who received maintenance lenalidomide or underwent
observation following an ASCT. To our knowledge, this is the
largest retrospective study evaluating the feasibility and effica-
cy of maintenance lenalidomide at a single center academic
institution. Median progression free and OS did not differ
between the 2 groups. The observed rates of PFS and OS in our
lenalidomide maintenance group are similar to those published
in 3 prospective randomized trials providing support that these
outcomes are achievable outside the context of a clinical trial.
Comparison with our observation group was impeded by a
small number of patients and missing data.

Lenalidomide has the benefit of once daily oral administration
with a favorable toxicity profile, making its incorporation into
standard of care clinical practice feasible. Due to geographic
challenges, many patients transition to co-management by the
transplantation center and referring oncologist 3 months post-
transplantation. While the data did not allow for a comparison
of outcomes between patients treated strictly at the trans-
plantation center compared to those that were co-managed in
the community, the comparable outcomes of this study to those
of previously published prospective studies utilizing selected
patients suggest this approach does not compromise patient
outcomes. The outcomes of our lenalidomide maintenance
cohort are similar to those described in the Connect MM data
analysis,*® providing additional support that maintenance
lenalidomide contributes to favorable MM patient outcomes in
the real-world.

Our observation group had favorable outcomes compared to
those in prior published studies. The discrepancy in PFS
between our analysis and previously published prospective
trials is likely explained by the inherent bias in retrospective



studies. Treatment allocation was not random; but rather at the
discretion of the treating physician. Higher functioning, lower
risk patients may have been chosen for observation. Missing
patient data is an additional source of bias. Health status may
have impacted a patient’s ability to follow up.

Although other published reports indicate an increased
incidence of SPM approaching 7-8% in patients receiving
maintenance lenalidomide, 322 our analysis showed a low
incidence of death from secondary malignancies in the
lenalidomide group. Numerous factors contribute to the
development of SPM: genetic predisposition, prior treatment
and host characteristics. These factors should be considered
when discussing the risk benefit balance of maintenance
lenalidomide with patients.

Limitations of this study include data analyzed from a single
center, the inherent bias in a retrospective analysis, treatment
assignment by investigator discretion and the relatively small
sample size. As with any observational study, missing data may
further compound bias. Differences may exist between the 2
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Figure 1. Kaplan-Meier estimates of PFS. The top panel shows the probability of PFS for all
follow up (A} and at 3 years (B). Tick marks indicate censored data. NR (not reached).

groups not captured by our comparison of patient and disease
characteristics. Although this is one of the largest single center
analyses of post-transplantation lenalidomide maintenance
published to date, the number of patients and events are too
small to perform adequately powered comparative analyses of
relevant subgroups. With longer follow up, a difference may
have been observed.

Despite these limitations, this study demonstrates the feasibility
and safety of administering maintenance lenalidomide at a
single center institution, with and without support from
community practices. We further contribute to the growing
body of evidence supporting that favorable clinical outcomes of
maintenance lenalidomide in unselected transplant-eligible
patient with MM are feasible and reproducible outside the
context of a prospective clinical trial with no new safety signals.
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all follow up (A) and at 3 years (B}. Tick marks indicate censored data. NR (not reached}.



Tables

Table 1. Patient characteristics

Gender (N, %)
M
F

Age (N, %)
<65y
265y

Monoclonal protein (N, %)

IgG
IgA
IgD

kappa light chain

lambda light chain
NK

Cytogenetic risk category (N, %)

High risk
Standard risk
NK

Induction regimen (N, %)

Imid-containing
Pl-containing
Both

Other

Median follow up (months) (min, max)

No maintenance (n=89)

40 (44.9%)
49 (55.1%)

72 (80.9%)
17 (19.1%)

48 (53.9%)
19 (21.4%)
0 (0.0%)

11 (12.4%)

8 (8.9%)
3 (3.4%)

8 (9.0%)
42 (47.2%)
39 (43.8%)

29 (32.6%)
14 (15.7%)
42 (47.2%)
4 (4.5%)

39.0 (1.0, 143.0)

Lenalidomide (n=132)

75 (56.8%)
57 (43.2%)

104 (78.8%)
28 (21.2%)

74 (56.0%)
29 (22.0%)
1(0.8%)
13

(9.9%)

11

(8.3%)

4 (3.0%)

26 (19.7%)
67 (50.7%)
39 (29.6%)

9 (6.1%)
33 (25.2%)
88 (67.2%)
2 (1.5%)

30.5 (1.0, 117.0)

p-Value

0.08

0.70

0.96

0.03

<0.001

0.04

Table 2. Response to Induction therapy
No maintenance (n=89 )

Response to induction therapy
at time of transplantation

CR 23 (25.8%)
VGPR 39 (43.8%)
PR 19 (21.3%)

Missing data 8 (8.9%)

Lenalidomide (n=132)

41 (31.1%)
60 (45.5%)
30 (22.7%)
1(0.8%)

p-Value

0.02



Table 3. Patient outcomes from time of ASCT to 12 months post-ASCT

No maintenance (n=89) Lenalidomide (n=132)

Deepening of response

VGPR->CR 9 (10.0%) 23 (17.5%)
PR->CR 2 (2.3%) 5 (3.8%)
PR->VGPR 2(2.3%) 6 (4.6%)
N=13 (14.6%) N=34 (25.9%)
Stable disease
CR->CR 11 (12.4%) 20 (15.3%)
VGPR->VGPR 16 (18.0%) 23 (17.5%)
PR->PR 8 (8.9%) 11 (8.4%)
N=35 (39.3%) N=54 (41.2%)
Progressive disease
CR->VGPR 2(2.3%) 9 (6.9%)
CR->PR 1(1.1%) 4 (3.1%)
CR->PD 0 (0.0%) 1(0.8%)
VGPR->PR 0 (0.0%) 5(3.8%)
PR->PD 5 (5.6%) 2 (1.5%)
VGPR->PD 5 (5.6%) 5 (3.8%)
N=13 (14.6%) N=26 (19.9%)
Missing data N=28 (31.5%) N=17 (13.0%)

p- value

<0.01

CR complete remission, VGPR very good partial response, PR partial response, PD progressive disease

Table 4. Deaths

No maintenance (n=89) Lenalidomide (n=132)

Deceased 29 (32.6%) 26 (19.6%)

Relapsed disease 24 (82.8%) 19 (73.1%)
3

Infection 2 (7.0%) (11.5%)
Hemorrhage 1(3.4%) 1(3.9%)
Unknown 1(3.4%) 2(7.7%)
Transplant-related 1(3.4%) 0(0.0%)
Secondary malignancy 0(0.0%) 1(3.8%)

p-Value
0.03

0.81



REFERENCES

1.

2.

Cancer Stat Facts: Myeloma. 2016. (Accessed 12/18/16 at
https://seer.cancer.gov/statfacts/html/mulmy.html.)
Barlogie B, Anaissie E, Haessler J, van Rhee F, Pineda-
Roman M, Hollmig K, Alsayed Y, Epstein J, Shaugh-
nessy JD Jr, Crowley J. Complete remission sustained 3
years from treatment initiation is a powerful surrogate for
extended survival in multiple myeloma. Cancer. 2008 Jul
15;113(2):355-9. doi: 10.1002/cncr.23546. PubMed
PMID: 18470907.

Harousseau JL, Attal M, Avet-Loiseau H. The role of
complete response in multiple myeloma. Blood. 2009 Oct
8;114(15):3139-46. doi: 10.1182/blood-2009-03-201053.
Epub 2009 Jul 28. Review. PubMed PMID: 19638622.
Kumar SK, Rajkumar SV, Dispenzieri A, Lacy MQ,
Hayman SR, Buadi FK, Zeldenrust SR, Dingli D,
Russell SJ, Lust JA, Greipp PR, Kyle RA, Gertz MA.
Improved survival in multiple myeloma and the impact of
novel therapies. Blood. 2008 Mar 1;111(5):2516-20. Epub
2007 Nov 1. PubMed PMID: 17975015; PubMed Central
PMCID: PMC2254544.

Barlogie B, Attal M, Crowley J, van Rhee F,
Szymonifka J, Moreau P, Durie BG, Harousseau JL.
Long-term follow-up of autotransplantation trials for
multiple myeloma: update of protocols conducted by the
intergroupe francophone du myelome, southwest oncology
group, and university of arkansas for medical sciences. J
Clin  Oncol. 2010 Mar 1;28(7):1209-14. doi:
10.1200/JC0.2009.25.6081. Epub 2010 Jan 19. Erratum
in: J Clin Oncol. 2010 Jul 20;28(21):3543. PubMed PMID:
20085933; PubMed Central PMCID: PMC2834471.
McCarthy PL, Holstein SA, Petrucci MT, Richardson
PG, Hulin C, Tosi P, Bringhen S, Musto P, Anderson
KC, Caillot D, Gay F, Moreau P, Marit G, Jung SH, Yu
Z, Winograd B, Knight RD, Palumbo A, Attal M.
Lenalidomide Maintenance After Autologous Stem-Cell
Transplantation in Newly Diagnosed Multiple Myeloma:
A Meta-Analysis. J Clin Oncol. 2017 Oct 10;35(29):3279-
3289. doi: 10.1200/JC0.2017.72.6679. Epub 2017 Jul 25.
PubMed PMID: 28742454; PubMed Central PMCID:
PMC5652871.

Borrello 1. Can we change the disease biology of multiple
myeloma? Leuk Res. 2012 Nov;36 Suppl 1:S3-12. doi:

10.1016/S0145-2126(12)70003-6.  Review.  PubMed
PMID:  23176722; PubMed Central PMCID:
PMC36986009.

Attal M, Harousseau JL, Stoppa AM, Sotto JJ, Fuzibet
JG, Rossi JF, Casassus P, Maisonneuve H, Facon T,
Ifrah N, Payen C, Bataille R. A prospective, randomized
trial of autologous bone marrow transplantation and
chemotherapy in multiple myeloma. Intergroupe Frangais
du Myélome. N Engl J Med. 1996 Jul 11;335(2):91-7.
PubMed PMID: 8649495.

Child JA, Morgan GJ, Davies FE, Owen RG, Bell SE,
Hawkins K, Brown J, Drayson MT, Selby PJ; Medical
Research Council Adult Leukaemia Working Party.
High-dose chemotherapy with hematopoietic stem-cell

10.

11.

12.

13.

14.

15.

rescue for multiple myeloma. N Engl J Med. 2003 May
8;348(19):1875-83. PubMed PMID: 12736280.

Attal M, Harousseau JL, Facon T, Guilhot F, Doyen C,
Fuzibet JG, Monconduit M, Hulin C, Caillot D,
Bouabdallah R, Voillat L, Sotto JJ, Grosbois B, Bataille
R; InterGroupe Francophone du Myélome. Single
versus double autologous stem-cell transplantation for
multiple myeloma. N Engl J Med. 2003 Dec 25;349(26):
2495-502. Erratum in: N Engl J Med. 2004 Jun17;350(25):
2628. PubMed PMID: 146954009.

Paiva B, Gutiérrez NC, Rosifiol L, Vidriales MB,
Montalban MA, Martinez-Lopez J, Mateos MV,
Cibeira MT, Cordén L, Oriol A, Terol MJ, Echeveste
MA, de Paz R, de Arriba F, Palomera L, de la Rubia J,
Diaz-Mediavilla J, Sureda A, Gorosquieta A, Alegre A,
Martin A, Hernandez MT, Lahuerta JJ, Bladé J, San
Miguel JF; PETHEMA/GEM (Programa para el
Estudio de la Terapéutica en Hemopatias Malignas/
Grupo Espafiol de Mieloma) Cooperative Study
Groups. High-risk cytogenetics and persistent minimal
residual disease by multiparameter flow cytometry predict
unsustained complete response after autologous stem cell
transplantation in multiple myeloma. Blood. 2012 Jan
19;119(3):687-91. doi: 10.1182/blood-2011-07-370460.
Epub 2011 Nov 29. PubMed PMID: 22128143.

Hoering A, Crowley J, Shaughnessy JD Jr, Hollmig K,
Alsayed Y, Szymonifka J, Waheed S, Nair B, van Rhee
F, Anaissie E, Barlogie B. Complete remission in multiple
myeloma examined as time-dependent variable in terms of
both onset and duration in Total Therapy protocols. Blood.
2009 Aug 13;114(7):1299-305. doi: 10.1182/blood-2009-
03-211953. Epub 2009 Jun 10. PubMed PMID: 19515721;
PubMed Central PMCID: PMC2727409.

Schey SA, Fields P, Bartlett JB, Clarke 1A, Ashan G,
Knight RD, Streetly M, Dalgleish AG. Phase | study of
an immunomodulatory thalidomide analog, CC-4047, in
relapsed or refractory multiple myeloma. J Clin Oncol.
2004 Aug 15;22(16):3269-76. Epub 2004 Jul 12. PubMed
PMID: 15249589.

Quach H, Ritchie D, Stewart AK, Neeson P, Harrison
S, Smyth MJ, Prince HM. Mechanism of action of
immunomodulatory drugs (IMiDS) in multiple myeloma.
Leukemia. 2010 Jan;24(1):22-32. doi: 10.1038/leu.
2009.236. Epub 2009 Nov 12. Review. PubMed PMID:
19907437; PubMed Central PMCID: PMC3922408.

Attal M, Lauwers-Cances V, Marit G, Caillot D,
Moreau P, Facon T, Stoppa AM, Hulin C, Benboubker
L, Garderet L, Decaux O, Leyvraz S, Vekemans MC,
Voillat L, Michallet M, Pegourie B, Dumontet C,
Roussel M, Leleu X, Mathiot C, Payen C, Avet-Loiseau
H, Harousseau JL; IFM Investigators. Lenalidomide
maintenance after stem-cell transplantation for multiple
myeloma. N Engl J Med. 2012 May 10;366(19):1782-91.
doi:  10.1056/NEJMo0al114138. PubMed PMID:
22571202.



16.

17.

18.

19.

20.

21.

McCarthy PL, Owzar K, Hofmeister CC, Hurd DD,
Hassoun H, Richardson PG, Giralt S, Stadtmauer EA,
Weisdorf DJ, Vij R, Moreb JS, Callander NS, Van
Besien K, Gentile T, Isola L, Maziarz RT, Gabriel DA,
Bashey A, Landau H, Martin T, Qazilbash MH, Levitan
D, McClune B, Schlossman R, Hars V, Postiglione J,
Jiang C, Bennett E, Barry S, Bressler L, Kelly M, Seiler
M, Rosenbaum C, Hari P, Pasquini MC, Horowitz MM,
Shea TC, Devine SM, Anderson KC, Linker C.
Lenalidomide after stem-cell transplantation for multiple
myeloma. N Engl J Med. 2012 May 10;366(19):1770-81.
doi:  10.1056/NEJMo0al114083. PubMed PMID:
22571201; PubMed Central PMCID: PMC3744390.
Palumbo A, Cavallo F, Gay F, Di Raimondo F, Ben
Yehuda D, Petrucci MT, Pezzatti S, Caravita T,
Cerrato C, Ribakovsky E, Genuardi M, Cafro A,
Marcatti M, Catalano L, Offidani M, Carella AM,
Zamagni E, Patriarca F, Musto P, Evangelista A,
Ciccone G, Omedé P, Crippa C, Corradini P, Nagler A,
Boccadoro M, Cavo M. Autologous transplantation and
maintenance therapy in multiple myeloma. N Engl J Med.
2014 Sep 4;371(10):895-905. doi: 10.1056/NEJMoa
1402888. PubMed PMID: 25184862.

Man L, Horton B, Bal A, Kindwall-Keller TL, Foster
LH. The impact of maintenance therapy in the treatment of
multiple myeloma with a subset analysis on patients who
achieve a complete response (CR) or better: a retrospective
analysis. Blood. 2017;130:4548.

Jagannath S, Abonour R, Durie BGM, Narang M,
Terebelo HR, Gasparetto CJ, Toomey K, Hardin JW,
Wagner L, Agarwal A, Srinivasan S, Kitali A, Flick ED,
Sturniolo M, Rifkin RM. Impact of post-ASCT
maintenance therapy on outcomes in patients with newly
diagnosed multiple myeloma in Connect MM. Blood Adv.
2018  Jul  10;2(13):1608-1615.  doi:  10.1182/
bloodadvances.2018017186. PubMed PMID: 29986853;
PubMed Central PMCID: PMC6039656.

Palumbo A, Avet-Loiseau H, Oliva S, Lokhorst HM,
Goldschmidt H, Rosinol L, Richardson P, Caltagirone
S, Lahuerta JJ, Facon T, Bringhen S, Gay F, Attal M,
Passera R, Spencer A, Offidani M, Kumar S, Musto P,
Lonial S, Petrucci MT, Orlowski RZ, Zamagni E,
Morgan G, Dimopoulos MA, Durie BG, Anderson KC,
Sonneveld P, San Miguel J, Cavo M, Rajkumar SV,
Moreau P. Revised International Staging System for
Multiple Myeloma: A Report From International Myeloma
Working Group. J Clin Oncol. 2015 Sep 10;33(26):2863-
9. doi: 10.1200/JC0.2015.61.2267. Epub 2015 Aug 3.
PubMed PMID: 26240224; PubMed Central PMCID:
PMC4846284.

Kumar S, Paiva B, Anderson KC, Durie B, Landgren
O, Moreau P, Munshi N, Lonial S, Bladé J, Mateos MV,
Dimopoulos M, Kastritis E, Boccadoro M, Orlowski R,
Goldschmidt H, Spencer A, Hou J, Chng WJ, Usmani
SZ, Zamagni E, Shimizu K, Jagannath S, Johnsen HE,
Terpos E, Reiman A, Kyle RA, Sonneveld P,
Richardson PG, McCarthy P, Ludwig H, Chen W,
Cavo M, Harousseau JL, Lentzsch S, Hillengass J,

Palumbo A, Orfao A, Rajkumar SV, Miguel JS, Avet-
Loiseau H. International Myeloma Working Group
consensus criteria for response and minimal residual
disease assessment in multiple myeloma. Lancet Oncol.
2016 Aug;17(8):e328-e346. doi: 10.1016/S1470-2045(16)
30206-6. Review. PubMed PMID: 27511158.

22. Areethamsirikul N, Reece DE. The risk of secondary

primary malignancies after therapy for multiple myeloma.
Leuk Lymphoma. 2015;56(11):3012-21. doi: 10.3109/
10428194.2014.974043. Review. PubMed PMID:
25947036.





